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DETAILED ACTION 

Claims 21-68 are pending in the present application. 



Response to Amendment 
The rejections under 35 U.S.C. 102(e) over US Patent Number 6,306,628 and 
US Patent Number 6,303,337 are withdrawn in view of Applicant's argument that the 
present application is the national entry from International Application No. 
PCT/USOO/23233 which claims the benefit of nonprovisional Application No. 
09/382,950 now U.S. Patent 6.303,337, filed August 25, 1999, and Application No. 
09/382,736 now U.S. Patent 6,306,628, filed August 25, 1999. Applicant's argument 
that these patents do not teach gel-free methods is noted but not persuasive because, 
for example. Figure 23a and 23b in each patent and the related description in the 
specification clearly teach gel-free quantitation of an N-terminal or c-terminal marker 
introduced into a nascent protein in accordance with the method of the Invention. 

Claims 21-68 stand provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 11-16 of 
copending Application No. 10/174368 (Application '368). Although the conflicting claims 
are not identical, they are not patentably distinct from each other because the claims of 
Application '368 are drawn to a species of the instant claims such that the inventions of 
the instant claims are anticipated by Application '368. 
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Claims 21-68 stand provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 33-43 of 
copending Application No. 10/339712 (Application 712) in view of Rothschild et al. (WO 
01/14578 Al). Although the conflicting claims are not identical, they are not patentably 
distinct from each other because the invention of the instant claims would have been 
obvious over the invention described in the claims of Application 712. 



New Grounds of Rejection 
Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g.. In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 
644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 



Claims 21-29, 33-41, 44-53, 56-65 and 68 are rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over either 
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claims 1-48 of U.S. Patent No. 6.303.337 ('"337") or claims 1-26 of U.S. Patent Number 
6.306,628 ('"628") and both in view of Rothschild et al. (WO 01/14578 A1). Although 
the conflicting claims are not identical, they are not patentably distinct from each other. 

The invention of the instant claims is drawn to a gel-free method of identifying a 
truncated protein comprising a) providing i) a misaminoacylated Initiator tRNA molecule, 
said misaminoacylated initiator tRNA molecule comprising a first marker, and ii) a 
nucleic acid template encoding a protein, said protein comprising an affinity marker and 
a C-terminal marker, and b) introducing said misaminoacylated initiator tRNA to a 
translation system comprising said template under conditions such that a nascent 
protein is generated, said protein comprising said first marker, said affinity marker, and 
said C-temninal markers, and c) testing said nascent protein under gel-free conditions 
(Claims 21, 33. 45, and 57). The limitation of claims 23, 35. 47 and 59 comprise cell free 
or cellular translations systems wherein said systems are from various cell-types (claims 
24. 25, 36, 37. 48. 49, 60 and 61). The cell-free system is a continuous flow or dialysis 
system (claims 27, 39, 51 and 63). The t-RNA is misaminoacylated by chemical or 
enzymatic means (claims 28. 40, 52 and 64). 

Both '337 and '628 claim a method of detecting a truncated protein that involves 
amplification of a nucleic acid template with primers harboring N- and C- tenninal 
markers, introduction of the amplified DNA in translation reaction and detecting the 
nascent protein. In addition they teach different types of nascent proteins such as 
recombinant gene products and enzymes, a cellular or cell-free translation system, 
various type of cellular translation systems such as tissue culture cells and primary 
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cells, various types of cell-free translation systems such as wheat germ extracts and 
insect cell lysates and a cell-free system that is a continuous flow or dialysis system 
with an incubation temperature between about 25C to 45C. 

Both '337 and '628 teach methods comprising amplification of a nucleic acid 
template with primers harboring N- and C-terminal markers, introduction of the PGR 
amplified DNA and a biotin-misaminoacylated tRNA which reads on a misaminoacylated 
tRNA with a biotin marker into a translation system, isolation of nascent protein using 
streptavidin which is a biotin-binding ligand and detection of the nascent protein for 
truncations using measured ratios of the N- and C-tenninal markers. The patents fail to 
claim a gel-free method. 

Rothschild et al teaches a gel-free method of detecting a truncated protein that 
involves amplification of a nucleic acid template with primers harboring N- and C- 
terminal markers, introduction of the amplified DNA in translation reaction and detecting 
the nascent protein (page 1 18, lines 1-29 bridging page 1 19, lines 1-9). In addition 
they teach different types of nascent proteins such as recombinant gene products and 
enzymes (page 8, lines 6-10), a cellular or cell-free translation system, various type of 
cellular translation systems such as tissue culture cells and primary cells, various types 
of cell-free translation systems such as wheat germ extracts and insect cell lysates and 
a cell-free system that is a continuous flow or dialysis system with an incubation 
temperature between about 25C to 45C (page 10 lines 19-20, page 24, lines 28-29, 
page 25, lines 12-20, page 28 lines 12-26, page 148. lines 19-21). Rothschild et al 
teaches a gel-free method of detecting a truncated protein that involves amplification of 
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a nucleic acid template with primers harisoring N- and C-terminal mari<ers, introduction 
of the PGR amplified DNA and a biotin-lysyl-tRNxYs which reads on a 
misaminoacylated tRNA with a biotin marker into a translation system, isolation of 
nascent protein using streptavidin which is a biotin-binding ligand and detection of the 
nascent protein for truncations using measured ratios of the N- and C-terminal markers 
in a gel-free method (page 50, lines 26-30 bridging page 51 , lines 1-5, page 125-129, 
Example 25). 

The invention of the instant claims would have been obvious to one of ordinary 
skill in the art at the time the invention was made in view of the claims of either '337 or 
'628. One of ordinary skill in the art would have been motivated to use a gel-free system 
of detection given the disclosure of Rothchild et al. specifically teaching detecting a 
protein under a gel-free system using the same method steps of either '337 or 628. 
Therefore, the invention as a whole is an obvious variation of the claims of '337 or '628. 



Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Konstantina Katcheves whose telephone number is 
(571) 272-0768. The examiner can nonnally be reached on Monday, Tuesday, 
Thursday and Friday 7:30 to 5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yucel can be reached on (571) 272-0781. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). y 
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Examiner 

Art Unit 1636 



